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DETAILED ACTION 

Claims 1-20 are currently pending in the instant application. Applicants have 
amended claims 4, 13, 16 and 18 and cancelled claim 17 in an amendment filed on 
March 26, 2009. The Examiner wants to point out that Applicants have cancelled claim 
1 7 but left the text in. Usually this error would result in the amendments being non- 
compliant but the Examiner is sending out this Non-final Office Action in order to 
expedite prosecution. However, in Applicants' response to this Office Action, the text in 
claim 17 needs to be deleted. 

Claims 1, 3 and 6-12 are rejected, claims 2, 4, 5, 13, 16, and 18 are objected and 
claims 14,15, 19 and 20 are withdrawn from consideration. 

I. Response to Arguments/Remarks 

Applicants' amendment, filed on March 26, 2009, has overcome the rejection of 
claims of 1 3 and 1 6-1 8 under 35 USC 1 1 2, second paragraph as being indefinite as 
lacking antecedent basis; the rejection of claims 16-18 under 35 USC 112, second 
paragraph as being indefinite for failing to clearly describe the crystalline forms A and B; 
the rejection claim 4 under 35 USC 112, second paragraph for the use of relative 
language. The above rejections have been withdrawn. 

II. Rejection(s) 

35 USC § 103 - OBVIOUSNESS REJECTION 

The following is a quotation of 35 U.S.C. § 103(a) that forms the basis for all 
obviousness rejections set forth in this Office action: 
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(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section102 of this title, if the differences between the subject matter sought to be patented and the prior art are such 
that the subject matter as a whole would have been obvious at the time the invention was made to a person having 
ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the manner in 
which the invention was made. 

Graham v. John Deere Co. set forth the factual inquiries necessary to determine 
obviousness under 35 U.S.C. §1 03(a). See Graham v. John Deere Co., 383 U.S. 1, 148 
USPQ 459 (1966). Specifically, the analysis must employ the following factual inquiries: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 1, 3 and 6-10 are rejected under 35 U.S.C. § 103(a) as being 

unpatentable over Tien, etal. (US Patent 6,541,635). Applicants claim a method for 

preparing optionally substituted {N-[1-(S)-carbalkoxy-3-phenylpropyl]-S-alanyl- 

2S,3aR,7aS-octahydroindole-2-carboxlic acid} and pharmaceutical^ acceptable salts 

thereof, characterized in that a racemic mixture of optionally substituted trans- 

octahydroindole-2-carboxylic acid is reacted with the N-carboxyanhydride of {N-[1-(S)- 

alkoxycarbonyl-3-phenylpropyl]-L-alanine}, which is optionally substituted on the phenyl 

ring, in a suitable inert solvent, and subsequently the resulting optionally substituted {N- 

[1 -S-carbalkoxy-3-phenylpropyl]-S-alanyl-2S, 3aR, 7aS-octahydroindole-2-carboxylic 

acid} is isolated. 
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The Scope and Content of the Prior Art (MPEP $2141.01) 

Tien, et al. teaches a method for producing angiotensin converting enzyme 
inhibitor. The invention is a method for producing a compound of the general formula: 




wherein R represents 




(See 



columns 2-3). The prior art's method includes reacting a compounds of the formula 




with a compound of the formula H-Ri wherein Ri 
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represents various groups including 




in an aprotic solvent to form 



a protected compound of the formula I wherein includes 




and 



the deprotection of the silyl group to obtain the final product (See column 4, lines 35- 
51). 

The Difference Between the Prior Art and the Claims (MPEP $2141.02) 

The difference between the prior art of Tien, et al. and the instant invention is that 
there is homologous subject matter. The differences between the prior art and the 
instant claims are 1) the octahydroindole-2-carboxylic acid is protected with a silyl 
protecting group; 2) the octahydroindole-2-carboxylic acid is the syn stereoisomer and 
3) the reaction includes a deprotection step of the silyl group to obtain the final product. 

Prima Facie Obviousness-The Rational and Motivation (MPEP $2142-2413) 

Applicants are claiming a process which is a method for preparing optionally 
substituted {N-[1-(S)-carbalkoxy-3-phenylpropyl]-S-alanyl-2S,3aR,7aS-octahydroindole- 
2-carboxlic acid} and pharmaceutically acceptable salts thereof, characterized in that a 
racemic mixture of optionally substituted trans-octahydroindole-2-carboxylic acid is 
reacted with the N-carboxyanhydride of {N-[1-(S)-alkoxycarbonyl-3-phenylpropyl]-L- 
alanine}, which is optionally substituted on the phenyl ring, in a suitable inert solvent, 
and subsequently the resulting optionally substituted {N-[1-S-carbalkoxy-3- 
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phenylpropyl]-S-alanyl-2S, 3aR, 7aS-octahydroindole-2-carboxylic acid} is isolated. 
Applicants' process is open-ended because of the term "characterized" which is 
considered open-ended language which means that the instant process could include a 
deprotecting step. Further, the use of deprotecting groups is well known in the art as 
groups that protect a functional moiety from reacting during a chemical reaction. 
However, it would be obvious to try to perform a well-known reaction that involves 
protecting groups without the use of the protecting group in order to shorten the reaction 
time. 

Applicants use a racemic mixture of trans-octahydroindole-2-carboxylic acid in 
the claimed process wherein the prior art uses the single isomer of syn-octahydroindole- 
2-carboxylic acid with a protecting group. According to In re Anthony, 414 F.2d 1383, 
162 USQP 594 (CCPA 1969), a pure optical isomer is not patentable over the racemic 
mixture unless is possess properties not possessed by the racemic mixture. Therefore, 
using a racemic mixture of a starting material wherein the prior art uses a pure isomeric 
form is not considered unobvious absent unexpected results. Therefore, Applicants 
have only merely modified a well known reaction wherein the modification is more 
optimization by mere modification of routine experimentation and within one skilled in 
the art. 

It would have been obvious for one of ordinary skill in the art to modify a well 
known reaction by using a racemic mixture of a starting material when the prior art uses 
a single isomer which is protected. A strong prima facie obviousness has been 
established. 
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Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 11 and 12 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. Claim 1 1 recites the limitation "the crystallization is 
carried out at a temperature" which is dependent on claim 1 but crystallization is not 
mentioned in claim 1 . There is insufficient antecedent basis for this limitation in the 
claim. 



III. Objections 

Dependent Claim Objections 
Dependent Claims 2, 4, 5, 11-13, 16, and 18 are objected to as being dependent 
upon a rejected based claim. To overcome this objection, Applicant should rewrite said 
claims in an independent form and include the limitations of the base claim and any 
intervening claim. 



IV. Conclusion 
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Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Shawquia Young whose telephone number is 571- 
272-9043. The examiner can normally be reached on 6:30 AM-3:00PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph McKane can be reached on 571-272-0699. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 

/Shawquia Young/ 
Examiner, Art Unit 1626 
/Rebecca L Anderson/ 
Primary Examiner, Art Unit 1626 



